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'6:3.7 Peer Review of Histopathology
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1. Background &&

1.1. The histopathological assessment of tissue samples is
one of the key endpoints of a toxicology study, and the
results obtained will contribute substantially to the outcome
and conclusions of the study.
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1.2. Because the assessment of tissue specimens is based
upon the expert opinion of the slide reading pathologist, it is
common for test facilities to have implemented a

process whereby a number of slides are assessed
by a second pathologist. The process is a means of

and
maintaining best practices.
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1.2. (cont’d)
Although there is

, Most receiving
. This
document is concerned with the processes used to organise,
perform and record the results of this review.
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.:Fh//eer review process can lead to changes in the
mterpretatlon of the slides and the reported results, and
potentially the outcome and conclusions of the study. The
purpose of this document is to provide guidance to pathologists,
test facility management, study directors and quality assurance
personnel on
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1.3. (cont'd)
This document is a

1
whose focus is on how histopathology peer review should
be conducted.
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""1.4. There may be particular studies where the study sponsor
requires that some or all of the slides are reviewed by a specific
peer reviewing pathologist.

This may be because the reviewing pathologist is an
established expert in a particular field of pathophysiology, or has
particular experience of the physiological affects of the test item
under investigation.
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14 (cont'd)
This approach allows for consistency of finding terminology and
interpretation throughout different studies which are
investigating the effects of the same test item. It is
acknowledged that relevant experts are not always employed by
a GLP facility and consequently it may
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"Requirements.-

2.1. Any requirements for peer review performed at the test
facility or by external consultants, should be clearly described in
the study plan or subsequent study plan amendments. This
should include information on
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~ 2.1. (cont’d)
It should also be stated whether the review will be performed
contemporaneously or retrospectively. If some or all of the
above information is documented in an SOP a reference to the

current version of the SOP would be acceptable.

LEA—AHREBEERF-ETZTEZOVTNOBEATER
SNAEMZDODNWTEERTARETHD, HLNEDIEHR
D—EFELITEEMNSOPTHEILIN TSGR, ]
ThHRDZDSOPESHELTHLERELY,




=

2.2. The study plan or subsequent amendments should provide
an appropriate level of information to allow reconstruction of
how tissues will be selected for peer review whilst allowing

to react to unexpected pathology findings.
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%A Tfthe pathologist that is appo
review is located at a site geographically remote from the site
where the study was performed there is no requirement for
them to be formally appointed as a principle investigator.
Because the reviewing pathologist is interpreting data and not
generating data it would be appropriate for them to be
considered as a contributing scientist.
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2.3. (cont'd)

The study director maintains ultimate responsibility for ensuring
that the peer review process is conducted in accordance with
the principles of GLP (see bullets 3.1-3.3).
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2.4. Details of how the peer review was conducted should be

documented and retained within the study file. These activities
will include information on the identity of the tissues that were
reviewed, when the tissues were reviewed and by whom. Notes
made by the peer review pathologist which are used to record
observations during the histopathological examination of
individual slides do not normally have to be retained in the study
file.
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Waluation of the slides used for | pEErreview

. sponsor and representatives of the test facility and the peer
review pathologist should be retained in the study file, including
minutes of teleconferences between the sponsor and the test
facility.

E7LE1—IZB 1T 5R BB FAETE@EICEAL T, RARY
H— SRR RE. |:7l/|::l.—7 EDHOYERYIE,
AR —EBREERB D EES REZEH.ET
HRERI7AILIC 1%7?'@’/\%’(%6

“BE.PRTIZERDESIGXEREFETHEL
7&{ THELT . [£TOPYEY AL THRREIZfE
RO ELSHATRE

$documentation described-in-bullet

> hlstology slides that are assessed by the reV|eW|ng pathologist
are derived from the test system and meet the definition of
specimens. However, the slides and corresponding blocks are
needed for the re-construction of the histopathology portion of
the study and consequently must be archived for the same
duration as the raw data.
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2.7. If the peer reviewing pathologist does not concur with all or
some of the conclusions drawn by the original pathologist a
clear, transparent and unbiased process should be implemented
to resolve their differences. This process should be documented
within the facility’s SOPs or procedures.
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3. Where the peer reviewing patk

S|gn|f|cantly different from the original mterpretatlon of the study
pathologist, a description of how differences of interpretation

were handled and changes made to the study pathologist’s

original interpretation should be discussed in the final report.
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©2.9. If, despite following procedures designed to resolve any
differences of opinion, agreement cannot be reached then an
independent expert or panel of experts may be used to resolve
the issue. The conclusions of the panel should be clearly
documented in the final report.
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2.10. In most cases where there are no significant differences of
opinion it will not be necessary to report in detail the outcome of
the peer review in the pathology report or the final report. A
simple statement that it was conducted and that the pathology
report presents the agreed findings would usually suffice.
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2 IS No-requirem

. to-sign ‘the pathology report or the final report. However, in the

- absence of a signature there is an expectation that the peer
reviewing pathologist will sign the statement described in
section 2.10. This statement should be retained in the study file.
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2.12. The identity and affiliation of the peer reviewing
pathologist should be listed in the final report.
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L P-Compliance of _
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3.1. The peer review process can lead to changes in the
interpretation of histopathology findings that in turn may
influence the outcome and conclusion of the study.
Consequently, there is an expectation that the peer review
should be conducted in compliance with GLP.
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3.1. (cont’d) However, it is recognised that for the peer review to
be of scientific value it has to be conducted by a person with the
appropriate specialist experience and expertise; consequently
that may necessitate the use of acknowledged experts in
particular fields who do not work within a GLP test facility.

E7LE2—DRZNMIELTIERT H=-HIZIE, BUILE
FARELTORMBERERZE T HAIAYIZI-TERSINSD
RETHY., LI=H>T, BRIICGLPEEREERICFATEL
HWVMEENTFICBITARMEIN-EMRIZKIET INHE
NELEIELHSD,

27

(Cont'd)When a deciston-is-m.
; --peer review in a non GLP facility it should be jUStIerd and
recorded within the study plan and final report. Alternatively
consideration should be given to whether it would be more
appropriate for the pathologist who conducts the peer review to
perform their review at the test facility that conducted the study.
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3.1. (cont’d) This would remove the need to transfer
histopathology slides from one site to another and would also
allow the peer reviewing pathologist to perform their work under
the umbrella of an established GLP quality system. In such
circumstances there is an expectation that the peer reviewing
pathologist would receive an appropriate level of training in the
relevant facility procedures.
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The study director will-be-making

““the extent to which their study complles with GLP. If electing to
utilise a non-GLP organisation for peer review the study director
needs to be satisfied that the peer review process is sufficiently
well managed, and that peer review data is of adequate quality.
Key elements to consider include, but are not necessarily
limited to:
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3.2.1. Evidence of experience/expertise of the reviewing
pathologist.

LEa—7—DREREFMMEICEET HEEHL,

3.2.2. Areview of the facility’'s SOPs or a documented
agreement that the peer reviewing pathologist will use the test
facilities SOPs and procedures.
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3.2.3. Chain of custody of samples and associated paperwork.

ZXABLUVHEXEDEHBIE,

e

354 Security of samples and documents whilst at the peer
reviewing pathologists facility
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3.2.5. Validation of any computer applications (if applicable).
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3.2.6. Adequate quality assurance activities which may include
an audit of the premises and equipment used by the reviewing
pathologist.
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3.3. If the peer review has been conducted in a non-GLP facility
then this should be documented

within the study director’s statement.
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4.1. Peer review of histopathology is an important part of the
process which ensures the quality of the interpretation of study
results and can have a significant impact on the study outcome.
It is therefore essential that peer review procedures are planned,
conducted, documented and reported such that the integrity of
the regulatory study is not compromised and activities can be
fully reconstructed and verified.
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| = I‘:"':;I:I_'_i;_s_ibpathology peer review activities should be described
within the study plan or subsequent amendments.
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OB EOLEREZIZEEHINBZIRETTHS,

4.1.2. Documentation of the peer review should describe the
tissues and documents examined by the peer review pathologist.
Reporting of the peer review should be sufficiently detailed to
allow reconstruction of the process and of the opinions
expressed.
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+1.3. Fhere should be documented-pr
“how any differences of opinion will be resolved

ERDODHEZEDIIICHRT HMDONTERBALIZF
IBIEXEILSNEHNETH S,

4.1.4. Any differences of interpretation that result in a significant
change of the study pathologist’s original interpretation should
be discussed in the final report.
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4.1.5. The identity and affiliation of the peer reviewing
pathologist should be clearly stated in the final report.
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